P^ccHHCKHe narekTbi: TeKCT jHOKyMeHxa ^ . ^. r-^; 



Cxp. 1 H3 1 



cDEflEPAJlbHblM MHCTHTYT nPOMbllilJlEHHOM C05CTBEHH0CTM 



BbiSop 6a3 
AaHHbtx 



□apaMerpbi 
noncKa 



ct>opMynMpoBKa 
aanpoca 



yroHHeHHbm 
aanpoc 



HaPiAeHHbie 

flOKyMeHTbl 



KopsMHa 



vOxpaHeHHbie 
aanpocbi 



CxaTWCTMKa 



flOKYMEHT 



B KOP3MHV 



iUivm-^ 



CTBTyC 

(1 1 ) Howiep nyennKauMM 

(13) BiiA AOKyMeHTB 

(14) flaxa ny6jiMKaL4i4M 

(19) CrpaHa nySjiUKaqiin 

(21 ) PerMcrpauMOHHbiW HOMep zamm 

(22) flara noAann aa^BKM 

(24) flara Havana jxevicrsm naxeHra 

(46) flara ny6nMKai4MM 4)opMyjibi 
ii3o6peTeHMyi 

(516) Howiep peAaKMMM MHK 

(51 ) OCHOBHOM MHABKC MflK 
(51) OCHOBHOM MHAeKC MFIK 

Ha3BaHi/ie 



(56) AHanorn M3o6peTeHMn 

(71 ) \Am^ 3afiBkiTejifi 

(72) Uma MsoSpeTaxenH 
(72) Hmh ii3o6pexaxenn 

(72) Mma MsoSpexaxenJi 

(73) Mwm naxeHXOo6jiaAaxenfi 
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CXp. 1 H3 17 



cDEflEPAJlbHblM MHCTMTyrjIPOMblLlJJlEHHOM COBCTBEHHOCTM 



Bbi6op 6a3 

AaHHblX 



napaweTpbi 
noncKa 



0opMyjiMpoBKa 
aanpoca 



VTOHHeHHbm 

aanpoc 



HaMAewHbie 
AOKywieHTbi 



KopsnHa 



CoxpaHeHHbie 
aanpocbi 



''CraTMCTHKa 

FIOMGlUb 



flOKyMEHT 



B KOHeu 



Ns21 96602. OniicaHMe 

MaoSpeTeHne othocmtc« k MeAMUMHe, b MacTHOCXM k aTMorponHOM 
XMMMOTepanuM BnpycHbix HHc{)eKLiMii, B HacTHOCTM K npmvieHeHMK) 
BMi/iHOKi/icjioTHbix i/i AnneHTMAHbix npoMSBOAHbix c|3yjiiiepeHa b KaMecTBe 
cpeACTB MHm6MpoBaHki5i penpoAyKUUin Btipyca MMMyHOAect)Mi4MTa He/ioBeKa 
(BUM) n MMTOMeranoBMpyca (L4MB) nenoBeKa b KneroHHbix Kyjibxypax in 
vitro M MO>KeT 6biTb Mcnoiib30BaHO B TepanuM aaGoneBaHnii, BbisbiaaeMbix 
a.TMMM BiipycaMM. . - 

flo HacTOfliiiero apeMeHU He cymecTByer aSconioTHO 3c})c|)eicTMBHbix 
cpeACTB ki MeroAOB HHmSi/ipoBaHiin c i/icnojib30BaHiieM XMMHonpenapaTOB, 
BaKL4iiH M Apyrux cpeACTB, cnoco6Hbix npusecTH k naneMeHMio or BMM- 
MH4)eKL4i/iM M Cni/lfla. TpyAHO noAAaeTCfl JieneHHK) m 14MB-MH4)eKLiM5i. flpn 
Cni/IAe oHa conpoBO>KAaeT ocHOBHoe saGojieaaHMe b KanecTBe Hati6ojiee 
pacnpocTpaHeHHoro onnopryHUCTa. BojibiuMHCTBO xuMMonpenaparoB rh^ 
yiHrM6iipoBaHMn BI/IM li L4IVIB Tpe6yioT npuMeHeHM^i BbicoKnx ao3 b TeneHne 
AJiiiTeJibHoro nepi^oAa BpeMeHi/i KaK npaBkiJio, »bji51k)tch BbicoKO 
TOKCUHHbiMi/i. Haki6ojiee pacnpocrpaHeHHoCi A^n MHrM6i4poBaHii5i flBJinercn 
rpynna aHanoroB HyicneoaiiAOB, raKMX KaK AZT, DDI v\ DDC, 6noKMpyK)UL4afl 
npoLiecc o6paTHOM TpaHCKpMni4MM b reHOMe KneroK, MHct)m4MpoBaHHbix BMH, 
HeAOCTaTKOM naBecTHOM rpynnbi aHanoroB HyKJieoanAOB m cnoco6a 
MHriiSuipoBaHUH $iBJif)eTCfi Heo6xoAi^MOCTb HanaJibHoro c})occt)opMJiiipoBaHi4fi 
KneTOHHbiMM c|)epMeHTaMi4 A^fi mx aKTHBauMM. KpoMe Toro, cepbeaHbiM 
npenflTCTBuew aha HyKneoawAHOM repanuM flBJiflercn Sbicxpo 
pa3BMBaK)Li4aflCfl y 6onbHbix pe3MCTeHTHOCTb k stmm npenaparaivi m mx 
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V 



PpcQHHCKHe naxeHTBi: TeKCX AOKyMeHxa 



Cip, 2h3 17 



BblCOKan TOKCilHHOCTb. 

B nocjieflHee BpeMfl b KaMecTBe MMiueHM aha MHrnenpoBaHMfl npn neHeHMM 
]A npoct^kiJiaKTMKe BMH Hai/i6onbLuee BHtiMaHi/ie npi/iBJieKaer BnpycHa^i 
nporeaaa (flBMH), npeflCjaBJiflioLMafl co6om flWMep c MOJieKy/iflpHbiM BecoM 
OKOJio 10 kD. AKTMBHbiM ueHTp (JjepMeHxa oSpaayioT flBe aMi/iHOKMcnoTbi 
ASP25 M Asp^25- riBMM cnei4M(})MHecKM pacLLiennfleT npefliuecTBeHHMKM 
nonnnpoTenHOB (Gag - pol), oTBercTBeHHbix 3a cviHTea CTpyicrypHbix 6ejiKOB 
1/1 3H3MMOB BMM. no3TOMy acjDct^eKTHBHas^ 6noKaAa aKTMBHOCTM riBMM, 
npeAOTBpaLi4aK)ii4afi c|3opMi4poBaHi/ie iiHcf^eKUMOHHoro Bnpyca, cHMMaer 
^ T5i>KecTb MHcf^eKLiMM B opraHMSMe. OflHaKO, nocKOJibKy flHK-npoBupyc BMM 

MHTepDMpoBaH^i^^ 

npoAyKUMM MHc|)eKL4iiOHHoro Btipyca b peayjibTare aKTi^Bauiiii npouecca 
o6paTHOM TpaHCKpunuMM c noMombio KpwTMMecKoro AJi>i pennnKauMM BMM 
3H3MMa - o6paTHOM jpaHCKpunTasbi (OT). 

B HacTOfluiee BpeMfl cymecTByeT npeflcxaBneHne o Heo6xoflMMOcxM 
i4cnojib30BaHi4;i KOMnjieKCHoro MHryi6MpoBaHi4n BMM-i4Hct)eKL4i4M c 

pAHOBpeMeHHblM npHMBHeHMeM KaK MHriflGklXOpOB OT [HyKJie03klAHblX 

aHajioroB (NRTI) m He HyioieosMAHbix iiHrii6t/ixopoB (NNRTI)] , xaK 1/1 
^ XMMMHecKMX MHrnSnxopoB npoxeasbi - caKBMHaBupa, MHAMHasupa, 

puixoHaBnpa M HencMHaBiipa (S.G. Deeks, M. Smith, M. Holodniy et at., 
JAMA, 1977, V. 277, 12, p, 145-153; Ch. Carpenter, M. Fischi, S. Hammer et 
al., JAMA, 1997, v.277, N.24, p. 1962; P. Lorenzi, V. Masserei, B. Laubereau 
et al., "12**^ World AIDS Conf. Geneva", 1998. abstr. 32453, p. 27). 

HeAOCxaxKOM KOMnneKCHoro MH™6MpoBaHMSi nBJifiexcfi SHaHUxeribHoe 
CHM>KeHiie 3ct34>eKXMBHocxM M3-3a B03HMKaK>iAMx ocjio>KHeHMM B pesyjibxaxe 
HpesMepHOki Harpy3Ki4 opraHM3Ma SojibHoro BbicoKMMM A03aMM xpex, 
MRXKin^y i/i 6nnpe nnpn^in^ixnR. n/iHORnPMPHHO m nni/ixRnKHO 
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PoccHHCKHe nareHTbi: TeKcx ^toKyMenxa Cxp. 3 h3 17 



ynoTpe6nfleMbix nauneHTOM. HeoSxoflMMOcxb flono/iHeHUfl 
TepaneBTMHecKoro Kypca npenaparaMn, noAaBJifiK)iJ4MMi4 aior&iBHOCTb 
B036yAMTejieii conyTCTByK)U4Mx ifiHct)eKL4MM, npe>KAe Bcero raKMX, KaK I4MB, 
eme SojibLLie ocno>KHfleT JieHe5HbiM npoLiecc. flonojiHi/ijenbHbiM 
npenflTCTBweM flji^i jiioGoro BHAa xepannn AB/iflexcfl flocxaxoHHO Sbicxpoe 
pasBMXuie pe3MCTeHXHOcxM K xuMMMecKMM npenapaxaM y nauMeHxoB M3*3a 
BbicoKOM CKopocxM MyxareHHbix npoMeccoB, npoMCXOflfliiinx b cxpyKxype 
BnpycHoro renoMa m npoflyKxax reHOB, 

HanOonee 6jim3Kmm k M3o6pexeHMK) 9\Bn9\erc9\ coeflUHeHne, coflep>KaiJLiee 
BOAopacxBopMMoe npoki3BOAHoe 4)yjinepeHa c 06114611 4)opMyjiofi C^q'^ ~ 
HOC(0)(GH2)2G(0)NH(CH2)2-(ny6Ji^WO-95A1 9949,^ G 49/223, 1 995), M 
cnocoS ero Mcnojib30BaHMfl, 3aicnK>MaK)U4MMCfl b B03fleiicxBMM 
cjDapMaueBxiiHecKM 34)cj3eKXMBHbiM KOJiMHecxBOM axoro coeA^HeHUP Ha 
kiHct)ML4MpoBaHHbie KJiexKM in vitro. l/l3BecxHoe coeAi4HeHiie npeAcraBJi^iex 
C060M npoki3BOAHoe MexaHocf^yjiJiepeHa. BjiaroAap5? xohhom cxepsiHecKoii m 
xuiMUMecKoii KOMnjieMeHxapHOCxti MOJieKyjibi G^q \a aKxuiBHOM o6jiacxi4 

□BUM Me>Kfly hmmh b npouecce B3aMMOfleficxBi/ifl cjDopMnpyexcfl KOMnneKC 
no xnny nuraHfl - 6enoK. flocKOJibKy G^q m ero npoM3BOflHbie flBJiHKDxcfl, b 
ocHOBHOM, ri^APOct)o6HbiMM coeAMHeHMflMM, Me>i<Ay np0113B0AHblMkl GgQ M 
aKXMBHOM oSnacxbK) riBMH nponcxofli/ix cw/ibHoe rMflpoct)o6Hoe 
B3aMMOfleMCXBMe, flocxaxoHHoe fljifi i^HrnSnpoBaHUfl aKXHBHOcxn ilBUM. flji« 
pa3Hbix npoM3BOAHbix cf^yjiJiepeHa CBfl3b jiwraHA - 6ejiOK cocxaBn^iex 7-1 1 
KKan/MOJib. riojiflpHbie paAi^Kajibi o6ecneHkiBaiox BOAopacxBopi/iMocxb 
coeAMHeHMflM ct)ynjiepeHa 3a cnex conK)6MJiM3aLiMM. B KanecxBe 
3aMecxMxejieM Moryx 6bixb Mcnonb30BaHbi jiioSbie ajiKunoBbie mjim apun- 
ajiKHJiOBbie 3aMecxiixeJiM, MMeioiitkie b CBoeM cocxaBe asox mjih KucnopoA m 
C0Aep>KaLL|i4e ox 1 ao 20 axoMOB ymepoAa. 3(|)ct)eKxiiBHan 

xftnanftRXMMftp.raa noM ^FD ^ nna nnxnn i>iHrhi>ii iMnnR;)HHKiy RMM-1 
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nepBMHHbix nMMct)OL4MTOB nepucfDepMHecKOM KpoBM HenoeeKa (JlflK) 
cocTaen^ieT 7,3±5.9 mkM, xpoHUMecKH MH4)m4MpoBaHHbix KJiexoK H9 - 10,8 
±8,2 mkM. MsBecTHbrn nHrnBnTop xaioKe OKaabiBaex flewcTBue Ha 
peKOM6MHaHTHyK) OT BI/IM-1 p66/51, MHrnSnpyKDinafl Aoaa (IDgg) KOToporo 

paBHa 4,6±0,g2 mkM. 

HeAOCTaTKOM MSBecTHoro coeAMHeHun m cnoco6a ero iicnojib30BaHii5^ 
flBJiflexcfl HeflocraTOMHafl iiHmGkipyiOLuan aKTi/iBHOCTb - OTHOLueHi4e 
KOHcraHTbi Muxaajii/ica k KOHCTaHxe i/iHrnBupoBaHMfl (Km= 15,9 mkM, Ki=5.3 
mkM) KaK cneACTBi/ie, i4cnonb30BaHiie BbicoKkix ao3 a^;i AOCTii>KeHMH 
3ct)cf)eKTa i4HrM6iipoBaHiifi. 

SaAana, Ha pemeHwe KOTopoft HanpaBJieno M3o6peTeKiie, 3aKJiiOHaeTCfl b 
co3AaHi/iii cpeACTB na ochobg aMMHOKUcjiOTHbix ii A^nenrnAHbix 
npoM3BOAHbix ctDyjiJiepeHa m cnoco6a mx ncnojibsoBaHMH ahji 
biHrii6i/ipoBaHkifi penpoAyKUMn BUM (no MexaHi^3My 6jiOKt4poBaHii» 
4)epMeHTOB riBMH m OT) m OAHOBpeMeHHoro MH™6MpoBaHMn I4MB- 
MHct)eKUiii4 (no MexaHM3My noAaBJieHMH cMHTe3a no3AHVix CTpyicrypHbix 
6enKOB Bvipi40Ha). 

YKasaHHbiM pesyjibxaT AOCTuraercfl npuMeHeHneivi aMUHOKHCXiOTHbix mjim 
AMnenTMAHbix npoM3BOAHbix ctDynjiepena o6mePi 4)opMyjibi C^q-X, tab CgQ - 
(t)yjiJiepeHOBoe fiAPO, X=NH-CHR-COOH. NH-(CH2)r,COOH, NH-CHR-CO- 
NH-CHR-COOH; 

n=OT 2 AO 6; 

R - 60KOBOM paAMKan npupoAHOW awMHOKMcnoTbi mm AwnenTHAa, 
B KanecTBe cpeACTBa a^;i ifiHm6i/ipoBaHiin BnpyoHbix ifiH4)eKLiki(i, b 

HaCTHOCTM BUM 14 l4MB-MHCt)eKL4Mil. 
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I'occHHCKHe naxeHTbi: I &kct jioKyuewra. Cxp. 5 h3 17 

yKaaaHHbiM peayjibTar AocrnraeTCfl xaioKe cnocoSoM ncnojibsoBaHMfl 
aMMHOKMcnoTHbix Mfii/i Ai^nenTMAHbix nponaeoAHbix c|)yjinepeHa oSu^eM 
4)opMyjibi CgQ-X B KanecTBe cpeflCTBa fln« MHm6MpoBaHM« BMpycHbix 

MH(t)eKLlMM, aaiOllOHaiOLUMMCn B erO BOSAeWCTBHH Ha HHCjDHLtMpOBaHHbie 

KneTOMHbie KyjibTypbi in vitro 3c})<t>eKTMBHOM MHrM6MpyK)uneii floaoM. 
VKasaHHoe MHri/iSnpoBaHMe ocyLi4ecTBJi5iioT b OTHomeHMi/i BMpycoB 
ceMeCfCTBa Lentiviridae m ceMeMCTBa Herpesviridae OAHOspeMeHHO. B 
KanecTBe Bnpyca ceMeCicTBa Lentiviridae ncnojibsyeTcn Bwpyc 
MMMyHOfle(}DML4iiTa MBJiOBeKa TMna 1 (BMH-1), b MacTHocTM, fljifl ocxpo 
^ i4Hct)iii4MpoBaHHbix loieTOK McnojibsyeTC^i lUjaMM HIV-899 (Gelderioom, 

1994), a An« xpoHnnecKn nHcjDHLiMpoBaHHbix KneroK Mcnonbsyercfl luraMM 
HTHIV27 (rr. Mw/iJiep, 1994). 

B KawecTBe Bnpyca cewieiiCTBa Herpesviridae McnojibsyeTcn 
LiMTOMeranoBupyc HenoBeKa, b KanecTBe KOToporo, b HacTHOCTH, 
Mcnojib3yeTC5i pec|)epeHC uiTaMM AD169. flpi^ 3tom B03f\e\hcTB\Ae hb BI/IH-1 
ocyinecTBn5iK)T no MexaHHSMy MHrM6MpoBaHMfl npojeaobi m o6paTHOii 
TpaHCKpunTasbi, BOSAewcTBue Ha l\MB nenoBeKa ocyinecTBJi5RK)T no 
MexaHM3My MHrM6MpoBaHi/i5i no3AHMX crpyicrypHbix 6exiKOB. B KanecTBe 
1^ aMi4HOKMcnoTHoro npoMSBOAHoro 4)yjiriepeHa Mcnojibayerc^i C^q-G- 

aMMHOKanpoHOBan Kwcjiora mjim ee HarpMeBan cojib (Cqq-AKK) jimGo CgQ-4- 
aMMHOMacji^iHafl KMcnora i/inn ee HarpneBafl cojib (CgQ-AMK). 

yKasaHHbiM peayjibxaT AocTuraeTCfl raioKe leM, hto cpeACTBa aji« 

l4Hr&l6MpOBaHli;i He 06jiaAaK)T UklTOTOKCMHHOCTblO AO 1500 MKr/MJI M HMeK^T 

MHABKC cejieKTMBHOCTM (SI) B npBAeJiax 267-2500. 

CpeACTBO A^n i4Hni6i4poBaHMn (C^q-AKK) OKasbiBaer 50% noAaBJieHwe 
npojiiict)epaMMM nepBMSHbix jimmcIdolimtob m 6biCTpo AenHLquxcfl KnexoK npi/i 
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PGCCKficKHe naTeHTbi: Tckct ;^OKyMeHTa Cxp. 6 h3 17 

KOHLieHTpaqiiM 720 - 830 MKr/MJi. Ero 3ct)(t)eKTMBHbie i/iHrii6i/ipyiOLL(Me A03bi 

(ED^q) COCTaBJlflK)T flJlfl OCTpO BI/IM-MHC|)Ml4MpOBaHHblX KJieTOK 0,4-0,6 mkM, 

pj}^ xpoHMsecKM BI/IM-i/iH(|)Mi4i4poBaHHbix KneroK - 8,4-12,6 mkM, fV}9\ LJIMB- 
iiHc|3i4MMpoBaHHbix loieTOK - 2,16-3,24 mkM. MHrM6iipy}OLL4an Aoaa ftn^i 
OKaaaHMfl BnpyjinmiflHoro fleiiCTBUfl b OTHOtueHMH BUM cocTaBJinex 0,8-1 ,2 
mkM, b oTHOLueHMM I4MB - 8,4-12,6 mkM. l/lHrM6MpyiOLMa5i floaa (ID^q) Ha 

aicTMBHOCTb M30Jii/ipoBaHHOM npoTeasbi BUM cocTaBJi^eT 2,3-2,9 mkM, 
peKOM6i4HaHTHOM o6paTHOii TpaHCKpunrasbi - 5,6-6,8 mkM. 

CpeACTBO A^H iiHm6i/ipoBaHM5i (CgQ-AMK) OKaabiaaer 50% noAaBJieHne 
^ nponMc})epaMMM nepBUHHbix jimmc}dolimtob m 6bicTpo flenj^mnxcfl KnejOK npn 

KOHueHTpaMi^ii 550-600 mkt/mji, Ero sd^x^peKViABHa^ t/iHrM6t4pyK)U4a8 ROsa an9\ 
ocrpo BI/IM-MH4)ML|MpoBaHHbix KneroK cocraBJineT 8-12 mkM, a^51 MMB- 
MHcjDiiMiipoBaHHbix loieTOK - 0,48-0,72 mkM. MHri/i6iipyioiJL4an A03a f\n9\ 
OKasaHMfl BMpyjiMLiMflHoro fleCiCTBM^ B OTHOLueHMM BUM cocTaBJiflex 15-22 
mkM, b OTHOLueHkiii i4MB - 1,2-1,8 mkM. l/lHni6iipyiOLi4a» A03a (iD5o) Ha 

atcTMBHOCTb M3onMpoBaHHOM npoTeasbi BUM cocraBJisieT (3,19-3,89)"10"® M 
npM KOHCxaHTe MHrM6MpoBaHMfl 1,4-10"^ M. 

□peAnaraeMoe t«i3o6peTeHkie othociitc5^ k npuMeHeHMK) onMcaHHbix paHee 
coeAi^HeHufi - 4>yjiJiepeHOBbix npoii3BOAHbix aMMHOKUCJiOT mjim A^nenrnAOB 
oSuMefi ct)opMynbi I, Koropbie M3BecTHbi KaK CTi/iMyji5)Topbi i^MMywHoro OTBera 
- aA'bKDBaHTbi (cm. nareHT PO 2129436), b KawecTBe cpeACTB An^ 
MHni6MpoBaHi4;i BUM vi L4MB-MH4>eKL4MM vi cnoco6y iix uicnojibsoBaHMn. 
OyjiJiepeHOBbie npoii3BOAHbie aMMHOKUcnoT m Ai^nenriiAOB oQmeiA 
4)opMyjibi I npeAcraBJiPiOT co6ofi HOBbiCi Knacc coeAMHeHMw ii OTHOcnrcn k 
rpynne HeTOKCi/iMHbix cy6cTaHi4i/iM, oOnaAaiouLiiix BbicoKOM 
6MOAOCTynHOCTbK). 
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PoccHHCKHe naxeHTbi: Tckct jnoKyMCHra Grp. 7 h3 17 



60 Z 

4H-^-COOH 



Coe/iMHeHMfl nojiyMaioT oAHOcxaAHMHbiM CMHTeaoM nyrewi 
HenocpeACTBeHHoro npi/icoeAWHeHMfi ocraTKOB aMMHOKUcjiOT mjim 
AnnenTMAOB k 4)ynjiepeHOBOMy flAPy. sToro k pacTSopy cjDyjinepeHa b 
o-AMXJiop6eH30Jie Ao6aBJifliOT BOAHbiw pacTBop HajpneBOM mjim Ka/ineBOM 

COJIM aMMHOKMCJlOTbl (S HaCTHOCTM, aWIMHOKanpOHOBOM, aMMHOMaCJlflHOM M 

Ap.) M 18-KpayH-6. PeaKUMOHHyio wiaccy nepeMeiuMBaiOT 6-8 nacoB npw 
60°C. SaxeM pacTBopurejiM oxroHflioT, ocTaxoK ct)ynjiepeHOBoro 
npoM3BOAHoro o6pa6aTbiBaK>T HacbimeHHbiM pacTBopowi KCI, nocjie wero 
ocTaroK 4)yjinepeHOBoro npoMSBOAHoro npoMbiBaiOT boaom- Bwxoa 
KOJiMMecTBeHHbiii. rionyHeHHoe b sinne TBepAoro nopouiKooSpasHoro 
BeiqecTBa N-(MOHori4APo)-ct)yjinepeHMJiaMMHOKiicjiOTHoe npoMSBOAHoe 
pacTBopMMO B AMMeTiincyjibc[)OKCMAe. AMMeTMnc|3opMaMMAe. nupMAMHe M 
BOAe. Bojiee AeTanbHO cnoco6 nonyMeHUfl onwcaH b nareHxa x PO 2124022 , 
2129436. McnonbsoBaHi/ie b npoLiecce ci/iHTeaa HarpMetdbix conew 
aMMHOKMCJiOT no3BOjri5ReT nonyMMTb nponsBOAHoe cjDyjiJiepeHa c 
pacTBopuMOCTbio B BOAe 20-30 mp/mji b OTJiMHue OT cpeACTBa-npoTOTuna c 

paCTBOpMMOCTbK) B BOA^ OKOJIO 1 MP/MJI. 

CymHocTb npeAJio>KeHHoro M3o6peTeHM« saKmoHaercfl b tom, hto y 
M3BecTHoro coeAMHeHMfl oGmeM c|3opiviynbi I Sbmn o6Hapy>KeHbi HOBbie 
CBOMCTBa, a MMeHHO cnoco6HOCTb OKasbiBaTb MHrM6MpyK)Li4ee BOSAewcTBue 
Ha BUM LJMB OAHOBpewieHHO. HpuMeM b npoTHBonojiOKHOCTb 
MOHOTepaneBTMMecKMM npenapaxawi coeAt^HeHi/ie no3BormeT 
OAHOBpeMSHHO MHm6MpoBaTb MMTonaToreHHOcTb BUM no AsyM MwtyeHHM 
(HBHH n OT). a raiOKe 6jiOKMpoBaTb CMHTe3 no3AHMX CTpyicrypHbix 6ejiKOB 
14MB (b HacTHOCTM, 6enKa gB) - oahopo m3 rnaBHbix onnopryHMCTOB BMM- 
MH0eKLiMM. yKa3aHHoe coeAMHeHne Hap^AY c cJ^yjuiepeHOBbiM aapom C^q, 
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RoccMHCKHe naxeHTbi: Tckct ^^oKyMenxa Cxp. 8 h3 17 



o6ecneMMBaK)ii4MM rMflpoctDMJibHO-rMflpocjDo5HbiM 6anaHC MoneKyjibi, 
coAep>KMT BOAopacTBopuMbie paAMKanbi - aMkiHO- m Kap6oKCi4JibHbie rpynnbi, 
6jiaroAap^ KOTopbiM coeAMHeHiie MMeeT pacTBopi^MOCTb Bbiiue, MeM 
MeTaHo4)yjinepeHbi no cnoco6y-npoTOTMny. 

fljifi onpefleneHMfi npoTHBOBupycHOM aKTMBHOcru 6bmo CMHTeawpoBaHO 
BOceMb coe^\AHeH)A\A, npoi43BOAHbix c|)ynnepeHa n aMMHOKMCJioTbi: 

CgQ-6-aminocapronic acid, Na salt, (pacTBopuMOCTb 30 is/ir/MJi); 
Cf>rv-4-aminooil acid, Na salt, (pacTBopuMOCTb 30 mf/mji); 




CgQ-DL-serine, Na salt, (pacTBopuMOCTb flo 20 Mr/win); 
CgQ-L-proline, Na salt, (pacTBopuMOCTb flo 2,0 mf/mji); 
CgQ-L-alanlne, Na salt, (pacTBopwMOCTb ao 1 ,5 mf/mji); 
CgQ-L-lysine, Na salt, (pacTBopuMOCTb ao 1,5 mp/mji); 
CgQ-L-arginine, Na salt, (pacTBopViMOCTb ao 20 mp/mji); 
CgQ-glicine, Na salt, (pacTsopiiMocrb ao 20 mp/mji). 




KpoMe Toro, 6biJiki nonyneHbi BOAopacxBopuMbie Ai^nenrnAHbie 
npoMSBOAHbie ct)yjiJiepeHa cjieAytou^MX cocraBOB: 

CgQ-glicil -L asparagine, Na salt, (pacTBopuMOCTb ao 1 ,5 mp/mji); 
CgQ-DL-alanll-DL-alanine, Na salt, (pacTBopMMocTb ao 1 ,5 mp/mji); 
CgQ-L-alanil-L-alanine, Na salt, (pacxBopuMOCTb ao 1,5 mp/mji). 
BoAopacTBopi^Mbie npoMSBOAHbie ct)ynnepeHa noKasaJiM pasjiUHHyio 
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onpefleneHMK) aHTM-BMM-1 m aHTi4-L4MB aKTi/iBHOCTti npenapaTOB - 
aMMHOKMCJioTHbix M AnnenTMflHbix npoM3BOflHbix cpyjiJiepeHa - npneefleHbi b 
Ta6nMi4e. 

Hati6ojiee 3c|)c|)eKTMBHbiMi4 OKa3ajii4Cb ABa coeAMHeHM^i: Harpi/ieBan cojib 
CgQ-6-aMMHOKanpoHOBOM KMCJioxbi M HaxpneBafl cojib CgQ-4- 

aMMHOMaCJI^lHOil KIICJlOTbl. 

OueHKy aHTMBupycHOM aKTMBHOCTH M MsyHeHi/ie cjDapMaKonorMMecKMX 

CBOMCTB COeflMHeHMfl I OCymeCTBJl^JlM B HyBCTBMTeJlbHblX KneTOWHblX 

Kyjibxypax in vitro noaxanHO. 

Ha nepBOM arane onpeflejiflK)T ocTpyio m xpoHMHecKyio uMTOTOKCMHHOCTb m 
nponki4)epaT(iBHyio aKTMBHOCTb He3apa>KeHHbix loieTOK, o6pa6oTaHHbix 
B03pacTaK)LL4MMki KOHi4eHTpai4iifiMM TecTMpyeMbix cyGcraHMMM. 

Ha BTopoM axane npoBOflSRT recTupoBaHne cy6cTaHLiMM b ocrpo v\ 
xpoHviHecKti MHCt^i/iukipoBaHHbix HyBCTBMTeJlbHblX KxieTOMHbix KyjibTypax 14 
nepBMHHbix jiiiMct)Oi4iiTax nepiic|3epMMecKOM KpoBn MejioBeKa in vitro jqufi 
onpeAe-neHMfl kiHrndMpyiOLMeii Aosbi. 

Ha TpeTbeM STane ii3yMaK)T MexaHi43M i4Hrui6kipyiOLuero dcjDctDeiaa npki 

B3ai1MOAeMCTBl1l4 I C li30J1l'ipOBaHHblMM BMpyCHbIMM 3H3MMaMM (riBUM V\ OT) 

M onpeAexifiJOT ypoBGHb CMHTe3a BMpyccneLiMc})MMecKMX 6ejiKOB An« MMB q 
Mcnojib30BaHi4eM MOHOKnoHajibHbix aHTMTeji (mAT) k no3AHeMy 
CTpyicrypHOMy 6ejiKy (cm. Ta6nMLJiy). 

riepBbibi 3Tan. 

1 . OnpeAejieHne umtotokcmhhoctm coeAHHeHUM CgQ-AKK \n CgQ-AMK. 
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TOKCMMeCKMe CBOMCTBa COeflMHeHMM MSynaJOT Ha KJieiKaX, HyBCTBMTeJlbHblX K 

BMH )A 14MB, a MMeHHo: Jii4Mct>OMMTax nepi/i4)epi4HecKOM KpoBi4 nenoBeKa 
(JiriK), T-JiMMct)o6jiacTOMflHbix KneTKax MT4, AwnnoMflHbix 4)M6po6jnacTax 
jierKoro 3M6pMOHa senoBeKa (0J13M). >KM3Hecnoco6HocTb KneTOK, 
o6pa6oTaHHbix B03pacTaK)iJL4MMM KOHLteHTpaquflMi/i CgQ-AKK m Cqq-AMK, 

onpeflejiflK)T no MCKnK>MeHMK) BMxanbHoro KpacnTenfl jpunaHOBoro CMHero. 
riocne MHKy6aLiMM npw xeMnepaType 37°C b aTMOccfjepe 4,7% CO^ b 
TeneHne 4-5 AHeM KnexKH OKpaujuBajOT xpunaHOBbiM cmhmm m 
npocHMTbiBaiOT B KaMepe FopneBa. >KMBbie npojiM4)epnpyK)ii4Me KnexKH 
ocraioTCfi HeoKpaLJjeHHbiMi4, b to BpeMn KaK nom6iuMe b peayjibrare 

^ TOKCMHeCKOrO Ae^CTBI/159 Cy6CTaHL4MM, OKpaUJI4BaK>TG51 B npKO-CUHMM UBOT. 

PeaynbTaTbi TecTupoBaHMfl noKasbisaiOT, hto cy6cTaHLtMi/i He o6jiaAaK)T 

LlMTOTOKCMHHOCTbK) flO 160-1500 MKr/MJl HO flaHHblM paSHblX TeCTOB. 

2. OnpeflejieHne aHTMnponncJ^epaTMBHoii aKTMBHOCTW C^q-AKK m CgQ-AMK. 

AHTunpojiMct^epaTMBHoe fleCicTBue coeAHHeHnCi nsyMaioT na xex >Ke xnnax 
KneTOK no MOHHTopuHry KneTOMHoro MeTa6onM3Ma b Tenenne 18-20 nacoB c 
npuMeneHneM paAt^oaKTMBHoii MeTKH. Bo Boe KneTKii, paaMeiLieHHbie b 96- 
jiyHOHHbie njiaHLueTbi, BHOCMnn TecTi^pyeMbie coeAi^HeHi45i b KOHueHTpauiifix 

^ OT 100 AO 1000 mkM m HHKySnpoBann 72 naca, nocne Mero bboahjih ^H- 

TMMHAMH (H-TD) b KOHMeHTpai4MM 2-5 MkCi/Mn. BKnK)MeHMe ^H-TD b 
o6pa6oTaHHbie ki Heo6pa6oTaHHbie KneTKH npocHMTbiBaxiyi c noMOULibK) 

>KMAKOCTHO-CL4MHTMnjriflL4MOHHoro CHeTHMKa Ultrabetta-1210 ct)MpMbi LKB. 

ripn noACHeTe paAi^oaKTMBHOM MeTKUi 6bmo BbmBJieno, hto 50% 
noAaBJienne npojiMc|}epai4iiii nepBMHHbix JiviMct)oi4i4TOB m 6bicTpo 
AejifiLUMXCfl KneTOK nponcxoAUT npn KOHueHTpatiMM 720 - 830 MKr/MJi aJ1« 
CgQ-AKK M 550 -600 MKr/MJi nn9\ Cg^-AMK. l/lHAeKC cejieKTHBHOCTM 
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ruuuiiMCKJuc iiaTCHTbi: 1 eKCTAOKyMCHxa (Jxp. 11 H3 17 



OT MHfleKca ceneKTMBHocTM raHLiMKHOBupa (100-1000) - cneL4M4)MHecKoro 
MHrM6MTopa L4MB m ot MHAeKca ceneicTMBHOCTM AZT (1000) - 
cneLiMcJjMHecKoro MHrnGMTopa OT BUM. 

BropoM aran. 

1 . OnpeAejieHwe Bnpyc-MHrnenpyioineM aKTMBHOCTw C^q-AKK m C^^-AMK b 
Kynbjypax icnexoK in vitro. 

MHm6MpyK)mafl aicTMBHOCTb C^q-AKK m CgQ-AI\/IK onpeflenflnacb KaK 
A0303aBi/iCMMa5i BejiMMMHa, Bbipa>KeHHa5R b Bi/i^e KOHLieHTpaLii/in Beu^ecTBa, 
Heo6xoAiiMOM Aiin iiHrM6MpoBaHi45i penpoAyKUi^M BMpyca Ha 50%. 

B npoLiecce aHannsa ncnojibsoBaiiMCb cjieAyK)LL|iie MeroAbi peri/icrpaLiMi/k 
i4HrM6MpyK)ii4eM aKTMBHOCTM CgQ-AKK M CgQ-AMK: 

- MBTOA uiMMyHOc|)epMeHTHoro aHajiM3a (l/lOA) ahh MSMepeHUfi ypoBH^ 
npoAyKMMM p24 gag aHTMreHa BMM; 

- MexoA HenpflMOM MMMyHoct)JiyopecLJieHi4MM (HMO) ajiji nsMepeHUfl aojim 
BMM aHTMreH-coAep>Kau4nx KnexoK nocne o6pa6oTKn BoapacTatooiUMM 
KOHL|eHTpaL4ii5iMM A6^CTByK)Li4eii cy6cTaHi4Mi4; 

- MeroA MMMyHOL4MTOxi/iMMHecKoro aHajinsa BnpycHbtx 6ejiKOB I4MB c 
McnojibsOBaHneM MOHOicnoHanbHbix anrmen (mAT) k nosAHeMy 
CTpyioypHOMy Senicy gB 11 CBepxpaHHeiviy 6enKy IE p72. 

PeAyKMMK) p24 BHTifireHa iiaiviepfiJiM b ocrpo m xpoHnnecKM 
MHcjDMMnpoBaHHbix KHeTKax MT4 c McnojibsoBaHneM KOMMepMecKofi MOA 
xecT-CMCTeMbi Vironostil<a (ron/iaHAHfl) b 96-JiyHOHHbix n/iaHiueTax. 
PeayjibxaTbi oueHMBann no wsMeHeHMK) onTMHecKow hjiothoctm (Ofl) npw 
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V 



AHMHe BOJIHbl 45U HM HB MyJlbTMCKaHG (LaDSyStemS MUltlSKan KLUi>, 

0MHnflHflM5i) (cm. rpac|3MK). 

a) MsMepeHne BMpyc-MHrn5MpyK)Li4eM aKTMBHOCTM Cg^-AKK m C^q-AMK b 

OCTpO Bl/IM-MHCt)MI4MpOBaHHblX KHeTKax. 

Bo3pacTaK)U4i4e KOHMeHTpauim recTMpyeMOM cy6cTaHL4tiii, chocoShom 
MHni6MpoBaTb npoflyKUMK) BHyrpniaieTOMHoro Bnpyca, MHKy6MpoBajiM c 

OCTpO MHCt)m4MpOBaHHblMM lOieTKaMM MT4 MJIM nriK npn MHO>KeCTBeHHOCTM 

MHcJ)eKi4MM npMMepHO 100 TflMgQ/MJi ujTaMM BUM 899. 

34)ct)eKTMBHafl A03a flji5i Cgg-AKK cocTaBi/ina 0,49±0,1 mkM, aJI^ ^eo'^'^'^' 
10±2,0 mkM. 

SHaneHMH KOHueHTpamiM CgQ-AKK m C^q-AMK ar^ peflyKMHn cyMMapHbix 
aHTkireHOB BUM b ocrpo kiHc|)kii4MpoBaHHbix KneTKax, kisMepeHHbie MeroAOM 
Hl/ict> ti paccHi/iTaHHbie MeroAOM Jiorapi/icfDMi/iHecKoA HHTepnojifiUMii raioKe 
cocTaBMJiM 0,5±0,1 mkM m 10±2 mkM cooTBercTBeHHO. CjieAOBare/ibHO, 
AByMH pasnnHHbiMii TecraMU 6biJiM nonyMeHbi OAi^HaKOBbie 3HaHeHii5i 
KOHL4eHTpai4MM An5^ MHrM6iipoBaHii5i iiH4)eKL|MOHHocTii BUM. 

5) MsMepeHne Bnpyc-HHrnOnpyiomeii aKTHBHocxn Cqq-AKK m C^q-AMK b 

KneTKBX, XpOHUHeCKkl l1HC|311LJ|MpOBaHHblX BUM. 

XpoHMHecKM MHCt)Mi4MpoBaHHbie KHBTKM (lUTaMM HTHIVi:7) 6bmM 
McnojibsoBaHbi ajia noAcsera MHrnSnpyjomeM aKTHBHOCTM recTupyeMbix 
cy6cTaHL4MM, KOTopbie AeC^cTByKDX Ha nocT-MHTerpai4MOHHbie npoMeccbi, 
TaKne KaK aKcnpeccnj? rewoB m ocBo6o>KAeHMe Bnpyca us KnexoK. 

B KOHMMecKkix npo5MpKax TMna Eppendorf eMKOCTbK) 1,5 mji paaivieuiajiM no 
5-10^ KneroK Ha mji, MeHTpiict)yrMpoBajiM npi4 900-1000 o6/mmh I4 ABa>KAbi 
OTMbiBajiM 6eccbiBopoTOMHOii cpeAOM OT Bnpyca, ocBo6o>KAeHHoro ms 
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PoccHHCKHe naxeHTBi: Tckct ^lOKyMCHxa Cxp. 13 h3 17 

KnexoK. CynepHaxaHXbi yAaji^JiM, b KnexKH bhocmxim soapacxaiomMe 

KOHi4eHxpaL4MM CgQ-AKK ii C^q-AMK m HHKySMpoaajiM 2 naca npw 37°C. 

riocjie YRBnenvi^ pacxeopoe, iiHri46i4Xopa icnexKM pasMeuiajii/i b 24- 

nyHOMHbie njiaHLuexbi Nunc m Ao6aBJiflJiM no 1 Mjn nnxaxe/ibHOM cpeAW 

RPMI 1640 c 10% Ten9\Hhe\h cbiBopoxKH b Ka>KflyK) JiyHKy. Flocne 5 cyxoK 

KyjibXMBtipoBaHM^ ox6MpajiM 143 KOHxpojibHOM n o6pa6oxaHHOM JiyHOK no 100 

MKn Kyjibxypa/ibHOM >KMflKocxM M onpeflejiflnn npoflyKi4MK) p24 aHXurena, KaK 

onucaHO BbiLue. Peayjibxaxbi aHannaa noKaaann, mxo 3cpdpeKTViBHa9\ floaa 
AJifl CgQ-AKK cocxaBJiflex 10,5+2,1 mkM, hxo nprnviepHo b 20 pas Bbime, HeM 

Ann OCTPO MHC})MUMpOBaHHblX loiexoK. 

^ b) MsMepeHne Bi4pyc-iiHrM5MpyiOLLieM aKXMBHOcxM CgQ-AKK mCqq-AMK b 

l4MB-MHct)Mi4iipoBaHHbix KnexKax. 

TecxupoBaHne npoBOA^rii/i Ha OJISH (luxawiM nonyneH m3 rocKOJineKUUM 
KnexoMHbix Kynbxyp MHCXMxyxa MHXonomn PAH, CaHKX-riexepSypr) c 
McnojibsoBaHneM pect)epeHG mxaMMa I4MB - AD169. KjiexKM, 
i4HC{:)i4i4iipoBaHHbie npmviepHO 0,001 EOE/kji MMB, pasMeuiaJiM bo (|)JiaKOHax 
Nunc eMKOCxbK) 25 mji, b 10 mji nnxaxenbHoii cpeAbi ki MHKy6iipoBajiM c 
B03pacxaK)U4MMM KOHqeHxpaLiMflMM CgQ-AKK m CgQ-AMK b xeneHMe 21 aha. 

^ l/lMMyHOUkixoxi4Mi4MecKi4(i aHajiki3 BnpycHbix 6ejiKOB B 3apa>KeHHbix icnexKax 

noKa3aji, hxo xecxMpyeMbie cy6cxaHL4Mii 3c|D4)eKXiiBHO noAaBJiHK)x 
UnxonaxoreHHoe A^^cxBue L4MB 3a cnex iiHri46MpoBaHii5R ci4Hxe3a no3AHero 
cxpyKxypHoro 6enKa gB, ho hb Bnnnrax Ha aKcnpeccnio csepxpaHHero 
HecxpyKxypHoro 6eJiKa IE p72 (Ann CgQ-AKK), xorAa KaK CgQ-AMK 

noAaBJinex ciiHxe3 KaK nosAHMX, xaK ii paHHMX 6ejiKOB L4MB. Mo/ieKyjifipHbm 
MexaHi43M neihcTBVi9\ axoM cy6cxaHi4Mi4 na l4MB-MH4)eKL4Mid in vitro noKa He 
MsyweH. 

3ct)c}3eKXMBHbie MHrM6iipyK)mMe A03bi, paccHnxaHHbie MexoAOM 
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I'occHHCKHe naxeHTbi: i ckct ^OKyMeHTa Cxp. 14 hs 17 

jiorapucpMMMecKOM HHTepnojiflLim/i, cocTaBunn fljifl (J^q-akk 2,/'±u,b4 mkm, 
fljifl CgQ-AMK- 0,6±0,12 mkM. 

2. OnpefleneHne Bnpy/inLiMAHoro fleMCXBUfl C^q-AKK m CgQ-AMK b 
OTHOLueHHi/i Bl/IH 1/1 L4MB. 

□pMMepHO 100 TMUgQ/M/i BMH m 0,001 BOE/kji I4MB MHKy6MpoBajiM c 
BoapactaiOLLtMMKi KOHi4eHTpaL4M5iMi^ CgQ-AKK M CgQ-AMK b TeneHne 2 MacoB 

npi/i TeMnepaxype 37^C. BsBecu LieHTpMc})yrMpoBajiM npn 40 000 o6/mmh b 
TeneHMe 30 MMHyr npu 4^C. CynepHaraHTbi yAarifinii, supycHbie ocanm 
pecycneHAi^poBajiM b CBe>Kefi ni/iTarejibHOM cpeAe 14 MH4)Mi4iipoBanM mmh 
^ JinK n 0J13M, pasMeujeHHbie bo 4);iaKOHax Nunc eMKOCTbio 25 mji, b 10 mji 

nuTaxejibHOM cpeAbi. Mepea 5-6 cyroK pj\9\ BUM m nepea 21 A^Hb ftn^ MMB 
ocTaTOMHbiM BMpyc aHaxT&isMpoBanii MeroAOM HI/I0 14 

MMMyHOUMTOXUMMHeCKI/IM MeTOAOM COOTBeTCTBeHHO. 

BMpyjiifiLiMAHoe neiAorBiAe Cgg-AKK b OTHOLueHMM BUM OKasbiBaer b 
KOHMeHTpauMM 1,0+0,2 mkM, b OTHOLueHHn L4MB - 10,5+2,1 mkM; C^q-AMK b 
OTHOLueHMM BI4M OKaabiBaer b KOHueHTpaMnii 18,5±3,5 mkM, b OTHOuueHMii 
L4MB-1,5±0,3 mkM. 

TpeTMM sran, 

1 . OnpeAeneHwe BMpyc-iiHrM6MpyK>U4ero 3c|34)eKTa C^q-AKK m C^q-AMK Ha 
aKTMBHOcTb MsojinpoBaHHoii npoTea3bi BUIM (flBMH). 

OnpeAeJieHwe MHrM6MpyK)Li4ero 3ct)ct}eKTa recTupyeMbix cy6cTaHi4MM npoTiiB 
naojii/ipoBaHHObi npoTeaabi npoBOA^iJiocb a^» kisyneHi^H MexaHHSMa 
MHm6iipoBaHiifl. ripn 3tom vicnojibaoBajiii KOHueHTpaLiMK:) tiHri/i6i4Topa, 
CHi4>KaK)U4yio CKopocTb c})epMeHTaTMBHofi peaKLiMM BABoe - IDgQ. B KanecTBe 

naonnpoBaHHoii flBI/IM npuMeHflJiM KpyA aKCTpaia HBl/IM, nojiyMeHHbm 
reHHOiiH>KeHepHbiM nyreivi b Esherichia coli. MccjieAOBaHne 
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X w\/v/xA.xxv/xvxxv xxcxjLV'AX a.x»j.. xwxvwx /^vivjAviv-xxxc* v.-'X^. x»^ no X / 

cfjepMeHTaTMBHOM peaKUMM npoBOflMJiM npM (0,1-0,3>10"^ M cy6cTpaTa m 
2,7-10"^ M npoTeasbi BI/lM-1 6e3 MHrM6MTopa b ero npucyxcTBUM. 

fln^ xapaKTepucTMKM Twna MHri/i6MpoBaHMfl onpeAejinnn KOHcraHTy 
MHrM6MpoBaHMfl (Ki), KOTopan cocTaBMJia fljin CgQ-AKK 1,52-10"^ M npw 
KOHLjeHTpauMM MH™6MTopa 3,1 25-1 0"^M, mto yKasbiBaex Ha KOHKypeHTHbiM 

TIfin k1Hri46l/ipOBaHl151 H BblCOKyiO a(|)Ct)l4HHOCTb KOMRJieKCa l/IHm6MTOp - 

BMpycHbm 3H3MM. OnpeAejieHUie i/iHn/i6MpyK)Li4ero 3c)34}eKTa flBi/IM 
npoBOAi^^i^ Ha ocHOBe cneiapoct^OTOMeTpimecKoro i/i3MepeHi/i5i nomoiJ4eHii^ 
no onTMHecKOM nnoTHOCTH (Ori) Ha fl/iWHe bojihw 599 hm npn raAPOJinae 
nentMAa Lys-Ala-Arg-Val-Nle-Nph-Glu-Ala-NIe-NHg. TaK KaK Aannoe 
^ MHri/iSnpoBaHne othocmtca k KOHKypeHTHOMy Tuny, to aha pacMexa ID^q 

McnonbaoBann 4)opMyjiy 



IJ> = Ki 
50 



FAe S=0, 15-10"^ M - KOHueHxpauMfl cy6cTpaTa; 

Km=205"10'^ M - KOHcraHTa Mnxaannca- MeHTena, 

MHrM6MpyK)Li4a« Aoaa aJ1« ^qq-AKK cocxaBuna (2,6±0,3>10'^ M. 

OnpeAenenne MHrM6MpyK)mero 34)ct)eKTa C^q-AMK na riBMM ouieHiiBajiM 
cneKTpocjDOTOMeTpMHecKM no MSMepeHmo nornoineHM5? npn ruAponnae 
nenjMAa Lys-Ala-Arg-Val-Leu-Nph-Glu-Ala-Met. KoHCxaHTa Muxaajinca- 
MeHxena a^a Cgg-AMK coGxaBMiia 98-10'® M, KOHCxaHTa MHrnenpoBaHUfl - 
1,4-10'^ M. llHrM6i4pyiOLAa5q Aoaa, paccHi/iraHHan no BbiLuenpuBeAeHHOii 
ct)opMyjie, cocTaBMJia (3.54±0.35)"10'®M. 

CoeAi^neHM^i CgQ-AKK t/i C^q-AMK npn tom >Ke KOHueHrpauuM 3,125 mkM He 
noKaaani/i aKTViBHOCTM npoTUB nencnHa b KOHMeHTpaiii/iki 0,032 mM, 
noATBep>KAafl, xaKUM oSpaaoM. cnei4Mc}DMHH0CTb AewcTBUfl BbiSpannoro 
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PoccHHCKHe naTCHTBi: TeKCT flOKyMeHxa Cxp. 16 h3 17 



2. OnpeAeneHwe Bnpyc-nHrneMpyjoiiiero scpi^eKva CgQ-AKK na aKTMBHOCTb 
peKOM6MHaHTHOM o6paTHoii TpaHCKpunrasbi BUM (OT BUM). 

l/lHrM6MpyK)lilMM 3(})4)eKT COeflMHeHMfl CgQ-AKK Ha aKTI/IBHOCTb 

peKOMGnHaHTHOM OT BUM (p65/51) onpeAejiflJin c McnojibSOsaHneM 
npaMMepoB oligo (clT)^2-i8 P^'K^A)^. CyScraHunfl C^q-AKK noKaaana 
3c|)4)eKTMBHOCTb npM ID^q, paBHOM (6,2±0,6>1 0'^ M. 3to SHaneHne 
HaxoAMTcn B npoMe>KyTOHHOM MHTepBane Me>KAy sHaMeHMflwiM ID^q funsi 

ocTpo- M xpoHMMecKi^ MHcjDHMupoBaHHbfx loieTOK 11 B 62 pasa BbiLue SHaneHkiM 
ceneKTMBHoro noswTHBHoro KOHxpojifl AZT (0,1 mkM). 

Cy6cTaHi4Mfi He noKaaana ceneicrMBHoii aKTHBHOCTH m LinTOTOKCHHecKoro 
3ct)c|3eKTa npoTMB KneroHHoii AHK-anbc}3a nojiuiMepasbi. 

3- OnpefleneHne ypoBHfl cwHreaa BMpyccneuMctniHecKnx 6exiKOB f\n9\ l\MB c 
noMOLUbK) MOHOKnonanbHbix ahTHTen k nosflHewiy CTpyicrypHOMy 6ejiKy gB. 

MHrM6i4L4Mfl nosAHero CTpyKrypHoro 6ejiKa gB noA AewcrBweM C^q-AKK 
ocyu4ecTBJifieTC« aHanornMHO TOMy, KaK 3to oniicaHO fxn9\ cneuncJ^MMHoro 
HHrM6MTopa LIMB - raHLinKJioBupa (K. K. Biron et al., 1985). Mto Kacaerc^i 
CgQ-AMK, TO MexaHM3M MHrM6MpoBaHMfi CBepxpawHMX M nosAHMX 6enKOB 

I4MB B HacT05iLi{ee apeMfi He MayneH. 

noKaaarejiM - 3ct)ct)eKTMBHbie ct)apMaueBTMHecKMe Aoabi, npeAcraBneHbi KaK 
cpeAHne anaMeHUfl na rpex npoBeABHHbix 3KcnepMMeHT0B. Ko3ct)c|3imMeHT 
Koppen5mMM cocTaBJifln 5ojiee 0,96. OxcTynneHne ot cpeAHHx noKaaareneM 
cocTaBMJio wienee 20%. 

TaKMM oGpaaoM, BoaAeiicTBiie 4)apMaL4eBTiiHecKki 34)c})eKTiiBHbiM 

KOJIMMeCTBOM BOAOpaCTBOpMMblX aMMHOKUICJIOTHblX MJll/l Al^neHTMAHblX 
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npoM3BOflHbix 4)ynjiepeHa o6u4eM cJjopMyjibi CgQ-X nosBo/ifler 
ocyLi4ecTBJi5iTb OAHOspeMeHHoe iiHrM6MpoBaHi/ie BI/IM m L4MB - nHC^eKUMM b 



KneTOHHbix Kyjibxypax in vitro. floTepji MHcfjeKUMOHHOCTH ocyinecTJiflercfl 
nyreM CBJisbiBaHUJi yKaaaHHOM cy5cTaHL|MM c aKTHBHbiM caiiTOM Mo/ieKynbi 
riBMM i/iHrM6MpoBaHiiH OT BI/IM, a raioKe 6jiOKMpoBaHKifi ci/iHTeaa 

no3AHero cTpyicrypHoro 6ejiKa LJMB - gB. Cy6cTaHLiMM Cqq-X Moryr 

npuMeHflTbCfl fljifl JieMeHMfl m npoct)MJiaKTMKM CnHAa, a raioKe I4MB - 

MHCt)eKL4l/1M, TaK KaK OHH oGnaAaiOT 3C|)(t)eKTI/1BHbiMb1 npOTHBOBI^pyCHblMM 
CBOIICTBaMM, nBJ1f1IOTC51 HeTOKCMHHbIMM, BOAOpaCTBOpMMbIMM, He nOAaBJ151IOT 

npojiM(t)epauMK) KfieroK b Aosax Bbime repaneBTMHecKMX. 
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roccHHCKHe naxcHTbi: i ckct jspKyuewra 



CXp. 1 H3 4 



OEAEPAJlbHblM MHCTHTYT nPOMblUJJlEHHOM COBCTBEHHOCTM 
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Ns21 96602. 0opMyjia 

1 . FipkiMeHeHi^e BOAopacTBopi/iMbix aMi/iHOKUcnoTHbix mum Ai^nenriiAHbix 
npoMSBOAHbix c))yjinepeHa o6meiA (j^opMyjibi 

ffxe CgQ-c})yjinepeHOBoe ^Apo, 

X= NH-CHR-COOH, NH-(CH2)^COOH, NH-CHR-CO-NH-CHR-COOH; 
n= 2 - 6; 

R - 6OKOBOM paAMKBJI aMMHOKMCJIOTbl MJ1M AMHenTMAa, 

B KanecTBe cpeACTBa nn^i HHrMdnpoBaHMfi BtipycHbix iiHc}>eKi4iiM, b 

HaCTHOCTM, BI/IM M I4MB - l4HCt)eKLlMM. 

2. CnOC06 MHrM6npOBaHMfl BHpyCHblX MHCt)eK14MM B OTHOLUeHMM BnpycoB 

ceMeMCTBa Lentiviridae m ceMeMCTBa Herpesviridae, 3aKnK)HaK)Li4i4MC^ b 
BOSAeMCTBMid Ha MHct)iiL4i4poBaHHbie KneroHHbie KyjibTypbi in vitro cpeACTBa, 
no n. 1 3(|>c|3eKTMBHOii c|)apMaL4eBTMHecKOM aosom. 

3. Cnocd6 no n. 2, ornnMaioiJUMMCfi xeM, hto b KanecTBe Bnpyca ceMewcTBa 
Lentiviridae ncnoJibsyraT Bnpyc MMMyHOAec})MLiMTa MenoBeKa Tuna 1 (BMH-1). 

4. CnocoS no nn. 2 m 3, OT/iUHaioiiiMiiCfi TeM, hto b KanecTBe BMM-1 An^ 
ocTpo MHctDMunpoBaHHbix loieTOK McnojibsyiOT urraMM HIV 899. 



5. CnocoS no nn. 2 w 3. OTJiMHaioiAMiicfl tbm, hto b KanecTBe BMM-1 pj\9\ 
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PoccHHCKHC naxeHTBi: Tckct AOKyMenxa Cxp. 2 h3 4 



XpOHMSeCKM MHC})MI4lipOBaHHbIX KnCTOK MCnOJlbSyiOT UJTaMM HTHIV27. 

6. CnocoS no n. 2, OTJinMajoinniicfl TeM, hto b KanecTse enpyca ceMeMCTsa 
Herpesviridae McnojibayioT MiiTOMerajiOBupyc (L4MB) He/iOBeKa. 

7. Cnoco6 no n. 6, OTJiMHaK)ii4i4(icn tsm, hto b KanecTBe I4MB nenoBeKa 
McnonbsyiOT pecl)epeHG LurawiM AD 169. 

8. CnocoS no nn. 2-5, oTnMHaK)U4MMC5i reM, hto B03fle£iCTBMe Ha 
MHc|DMi4MpoBaHHbie KneTOHHbie KyjibTypbi ocyiyecTBJiflKDT no MexaHnaiviy 
iiHrii6MpoBaHMH npoTeasbi (flBMH) 11 o6paTHoii TpaHCKpi/inTasbi (OT) BI/IM 

34)CtDeKT14BHOM MHrM6MpyiOU4eM fXOZOiA. 

9. Cnoco6 no nn. 2, 6 m 7, OTJii/iHaioLLiMMCfl TeM, hto BosfleMCTBi/ie Ha 
tiHc{DMi4iipoBaHHbie KneTOHHbie KyjibTypbi ocyLtiecTBJifiioT no MexannsMy 
uiHri/i6i/ipoBaHiifi nosAHero CTpyfcrypHoro 6enKa gB L4MB nenoBeKa. 

10. CnocoS no nn, 2-9, OTJinHaKDUiMMCfl TeM, hto b KanecTBe 
aMMHOKMCJioTHoro npoi43BOAHoro (t)yjriJiepeHa ticnojibsyioT naTpiieByio conb 

CgQ-6-aMMHOKanpOHOBOM KMCnOTbl. 

1 1 . Cnoco6 no nn. 2-9, OTJiMHaiou4i4MCfl TeM, hto b KanecTBe 
aMiiHOKMCJiOTHoro npoi/iSBOAHoro 4)yjijriepeHa ncnojibsyioT HaTpneByio cojib 

CgQ-4-aMMHOMaCJ15iHOM KMCJlOTbl. 

12. Cnoco6 no nn. 10 m 1 1 , OTJiMHawLMUMCfl TeM, hto cpeflCTBo ajia 
ifiHm6iipoBaHi45i He o6jiaAaeT Mi/iTOTOKCtiHHOCTbio fxo 160-1500 mkM, HMeeT 
MHfleKC ce/ieKTMBHOCTM (SI) B npeflejiax 267-2500. 

13. Cnoco6 no n. 10, OTJiMHajoiynMCfl TeM, hto cpeACTBO flxifl 
MHrnOnpoBaHi/iH Bbi3biBaeT 50%-Hoe noAaBJieniie nponMctDepaut^n 
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720-830 mkM. 

14. Cnoco6 no n. 10, OTJiMMaiomMMCfl TeM, hto 3ct)4)eKTiiBHa5i 
c|3apMaMeBTi/mecKafl floaa (EB^q) cocraBripeT ahh ocjpo BUM- 

MHCjDMMMpOBaHHblX KJieTOK (0,5±0,1) MKM, XpOHMMeCKM BMH- 

MHC|3MMMpOBaHHblX - (10,5±2,1) MKM, flJia L4MB-MH(|)ML4l4pOBaHHblX - (2,7 

±0,54) mkM. 

15. CnocoS no n. 10, OTnuHajoiuMMcn reivi, hto KOHueHTpaMHA cpeflCTsa fljin 
OKa3aHM5i Bi/ipyjiiiLiKiAHoro f\e)hcjB]A9\ b OTHOUjeHMM BMM cocraB/ineT (1,0 

0^ ±0,2) mkM, b OTHOLueHUM L4MB- (10,5±2,1) mkM. 

16. Cnoco6 no n. 10, OTnB4HaioLMMfic5i reM, hto i4HrM6i4pyK)U4a5i A03a (ID^q) 

Ha aKTMBHOCTb MsonnpoBaHHoCi npoTeasbi BUM cocTaBJifleT 2,6"10'® M i4 Ha 
aKTMBHOCTb peKOM6MHaHTHOM oSpaTHOM TpaHCKpunTasbi - 6,2-1 0"^M. 

1 7. CnocoS no n. 11, OTnuHawiUMMCfl tbm, hto cpeflCTBO An« 
i4Hm6MpoBaHMn Bbi3biBaeT 50%-Hoe noAaBneni/ie npojii44)epai4iii4 

nepBMHHblX JlMM4}Oi4MTOB Vi 6blCTpO AeJ1f1U4k1XC5? KneTOK npi4 KOHI4eHTpaL4l4l4 

160-1500 mkM. 

^ 18. Cnoco6 no n. 11, OTJii4HaK>Li4Mf)cn TeM, hto dct)c|)eKTiiBHan 

4)apMai4eBTMHecKan Aoaa (ED^q) cooTaBfifleT aha ocTpo BMH- 

MHC|)MUMpOBaHHblX KneTOK (10±2,0) MKM, flJiyi MMB-MHCjDMlJlMpOBaHHblX - 

(0,6±0,12)mkM. 

19. Cnoco6 no n. 11, OTJiMHaroiMMMCfl tbm, hto KOHuenTpaMUfl HHrnewTopa 
AJifl OKaaaHMfl BnpyjinunflHoro AeMCTBMH b OTHomeHMM BUM cocTaBJifleT 
(18,6±3,72) mkM, b OTHOLueHMM MMB- (1,5±0,3) mkM. 

20. Cnoco5 no n. 11, OTJiMHaK)LHMMCfi TeM, hto MHrM6MpyK)LMafl Aoaa (ID^q) 
Ha aKTMBHOCTb MSOfinpoBaHHOM npoTeasbi BUM cocTaBJifieT 3,54*1 0"® M. 

Si^i^:s^?S^2^m;^^^£^ lsS5!SS^i!SS2S2rsSll jFSSi?:?icSii?2iin?^^ (SIiSfCSSS5Sii2S?:l 
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f occHiicKHe naxeHTBi: TeKcx flOKyMenxa 



Grp. 1 H3 1 
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Ns21 96602. Pec|}epaT 

M3o6peTeHMe othocmtca k MeAMUHHe. a MWieHHO k aTMOxponHOM 
xi/iMMorepanuM Bi/ipycHbix nHctjeKUwCi m KacaercH cpeACTsa flnn 
MHm6MpoBaHi/ifl BUM m MMB-MHCt)eKm/iM m cnoco6a mx MHrM6MpoBaHMfl. 
CyiUHOcxb M3o6pexeHMfl BKJiioMaeT npi/iMeHeHne aMUHOKMcnoTHbix m 
fli/inenTMflHbix npowssoAHbix ct>ynjiepeHa o5mefi ct)opMyrbi Cqq-X, r^e Cqq 
- (t)ynnepeHOBoe «flpo. X=NH-CHR-COOH. NH-CCHg)^ COOH. NH-CHR- 
CO-NH-CHR-COOH; n = 2 - 6; R - 5oKOBoft paAMKan npMpoAHOW 
aMMHOKUcjioTbi Vim AnnenrnAa. b KanecTBe cpeACTBa ajih MHm6MpoBaHMn 

BMpyCHblX MH4)eKUMM. B MaCTHOCTM BUM M MMB-MH*eKUMfi. CnOC05 

McnoJibaoBBHi/ifl BOAopacTBopwMbix aMMHOKMcnoTHbix MJiM AnnenxMAHbix 
npoM3BOAHbix 4>ynnepeHa o6meii 4)opMynbi Cqq-X b KasecxBe cpeACTBa 
AJW MHrM6MpoBaHMfl BMpycHbix viHdpemm aaKnioMaeTcn b ero BOSAeRcxBi/in 
Ha MH4)MmipoBaHHbie KnexoHHbie Kynbxypbi in vitro adD^eiaMBHOM 
i/iHri/i6Mpyiomeii Aoaoft. npenMymecTBO nsoepereHun aaioiioMaeTCfl b 
noBbiiueHMM MHrnenpyiomeii aioviBHOCTM. 2 c. w 18 a.n. ct3-Jibi. 1 Ta6n. 
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